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DETAILED ACTION 

1. Applicant's election of Group I, claims 1-20 and 47, in the reply filed on April 14, 2005 
is acknowledged. Because Applicant did not distinctly and specifically point out the supposed 
errors in the restriction requirement, the election has been treated as an election without traverse 
(MPEP § 818.03(a)). Claims 21-46 and 48 are pending and withdrawn fi-om consideration as 
being drawn to non-elected inventions. Claims 1-20 and 47 are pending and under examination. 

Claim Objections 

2. Claims 1 and 5 are objected to for reciting acronyms without spelling them out at their 
first occurrence in the claims. EVHl represents Ena-VASP {Drosophila melanogaster enabled - 
vasodilator-stimulated phosphoprotein) Homology 1 . 

Claim Rejections - 35 USC § 112 

3. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 14 and 15 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 

It is apparent that monoclonal antibodies (mAb) IE245 and IE273 are required to practice 
the claimed invention because they are a necessary limitation for the success of the invention as 



Application/Control Number: 09/989, 1 88 Page 3 

Art Unit: 1648 

stated in the claims. As a required element they must be known and readily available to the 
public or obtainable by a repeatable method set forth in the specification, or otherwise readily 
available to the public. If they are not so obtainable or available, the enablement requirements of 
35 U.S.C. § 1 12, first paragraph, may be satisfied by a deposit of the antibodies. See 37 CFR 
1.802. The specification discloses that mAbs IE245 and IE273 have been deposited in a 
recognized deposit facility under the terms of the Budapest Treaty, however, if a deposit is made 
under the terms of the Budapest Treaty, then an affidavit or declaration by Applicant or someone 
associated with the patent owner who is in a position to make such assurances, or a statement by 
an attorney of record over his or her signature, stating that the deposit has been made under the 
terms of the Budapest Treaty and that all restrictions imposed by the depositor on the availability 
to the public of the deposited material will be irrevocably removed upon the granting of a patent, 
would satisfy the deposit requirements. (The second part regarding the removal of restrictions is 
lacking fi:'om Applicant's disclosure). See 37 CFR 1.808. In addition the identifying information 
set forth in 37 CFR 1.809(d) should be added to the specification. See 37 CFR 1.803 - 37 CFR 
1.809 for additional explanation of these requirements. 

4. Claim 47 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
written description requirement. The claim contains subject matter which was not described in 
the specification in such a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the claimed invention. The 
claim is drawn to a process for producing a product that has yet to be identified. Claim 47 is a 
reach through claim. To provide adequate written description and evidence of possession of a 
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claimed genus, a yet-to-be-discovered drug, the specification must provide sufficient 
distinguishing identifying characteristics of the genus. The factors to be considered include 
disclosure of compete or partial structure, physical and/or chemical properties, functional 
characteristics, structure/function correlation, methods of making the claimed product, or any 
combination thereof In this case, the only factor present in the claim is a function without any 
structural indications. There is not even identification of any particular class of chemicals that 
would have the disclosed function. Accordingly, in the absence of sufficient recitation of 
distinguishing identifying characteristics, the specification does not provide adequate written 
description of the claimed genus. 

Vas-Cath Inc, v. Mahurkar, 19USPQ2d 1111, clearly states "applicant must convey with 
reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was in 
possession of the invention. The invention is, for purposes of the 'written description' inquiry, 
whatever is now claimed'' (See page 1117.) The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath at 
page 1116). As discussed above, the skilled artisan cannot envision the detailed chemical 
structure of the encompassed genus of polypeptides, and therefore conception is not achieved 
until reduction to practice has occurred, regardless of the complexity or simplicity of the method 
of isolation. Adequate written description requires more than a mere statement that it is part of 
the invention and reference to a potential method of isolating it. The compound itself is required. 
See Fiers v. Revel, 25 USPQ2d 1601 at 1606 (CAFC 1993) and Amgen Inc. v. Chugai 
Pharmaceutical Co. Ltd., 18 USPQ2d 1016. One cannot describe what one has not conceived. 
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Therefore, claim 47 is not adequately demonstrated (described) possession of the unknown 
compound to be produced. Cancellation of claim 47 would overcome this rejection. 

5. Claim 47 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply with the 
enablement requirement. The claim(s) contains subject matter which was not described in the 
specification in such a way as to enable one skilled in the art to which it pertains, or with which 

it is most nearly connected, to make and/or use the invention. As discussed above, the method of 
claim 47 produces an unknown compound. Applicant has not disclosed the identity of the 
compound (with the exception of its intended fiinction), or how to make the claimed product. 
Without a disclosure of what compounds are usefiil for modulating the interaction between 
EVHl and an EVHl binding domain, one of skill in the art would not know how to make the 
claimed product. Cancellation of claim 47 would overcome this rejection. 

6. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-20 and 47 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

■ Claims 1-20 and 47 fail to recite complete method steps. In order for the claim to be 
imderstood, the method steps must conclude with a correlation step between the 
preamble of the claim the method steps. For example, step d) of claim 1 results in the 
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detection of labeled antibodies, but fails to correlate this step with a method of 
identifying a compoimd. A correlation step is required to overcome this rejection. 

■ Claims 5-11 recite, "VASP derivative" and "zyxin derivative", respectively. The 
metes and bounds of the identity of derivatives of VASP and zyxin are not 
discemable. It is unclear how aUered the derivatives are in comparison to the original 
proteins, or what portions of the original protein are retained in the derivatives. The 
specification does not offer any further guidance on these terms. It is suggested that 
derivative language be removed in order to overcome this rejection. 

■ Claims 3, 4, 12-20 and 47 are unclear because a broad range or limitation together 
with a narrow range or limitation that falls within the broad range or limitation (in the 
same claim) is considered indefinite, since the resulting claim does not clearly set 
forth the metes and bounds of the patent protection desired. See MPEP § 2173.05(c). 
Note the explanation given by the Board of Patent Appeals and Interferences in Ex 
parte Wu, 10 USPQ2d 2031, 2033 (Bd. Pat. App. & Inter. 1989), as to where broad 
language is followed by "such as" and then narrow language. The Board stated that 
this can render a claim indefinite by raising a question or doubt as to whether the 
feature introduced by such language is (a) merely exemplary of the remainder of the 
claim, and therefore not required, or (b) a required feature of the claims. Note also, 
for example, the decisions of Ex parte Steigewald, 131 USPQ 74 (Bd. App. 1961); Ex 
parte Hall, 83 USPQ 38 (Bd. App. 1948); and Ex parte Hasche, 86 USPQ 481 (Bd. 
App. 1949). In the present instance, claim 3 recites the broad recitation "consists 
essentially of, and the claim also recites "consists of which is the narrower 
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statement of the range/limitation. Correction is required in order to overcome this 
rejection. 

■ Claim 20 recites, "identifying a medicament". The metes and bounds of this claim 
cannot be determined. The medicament is not correlated with the method from which 
the claim depends. Correction is required to over this rejection. 

Claim Rejections - 35 USC § 103 
7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1-10, 12, 13 and 16-20 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Gertler et al (WO 98/01755, "Gertler"), in view of Reinhard et al (PNAS USA, 92:7956- 
7960, 1995, "Reinhard") and Evangelista et al (US 5,262,299, "Evangelista"), 

The claims are drawn to a process for identifying a chemical compound which modulates 
an interaction between an EVHl binding domain (or a protein having said domain) and an EVHl 
domain (or a protein having said binding domain). The process comprises the steps of bringing 
the two proteins in contact in the presence of the candidate compoimd, incubating the mixture 
with a primary and secondary labeled antibody that binds to either of the two proteins. Detection 
of the labeled antibody indicates that the antibody bound said EVHl domain protein. The 
process takes place on a solid body, such as a microliter plate coated with the EVHl binding 
domain protein. In particular embodiments, the protein having the EVHl domain is VASP of a 
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vertebrate, specifically human VASP. The protein having the EVHl binding domain is zyxin, 
specifically human zyxin. VASP binds zyxin. Also claimed are polyclonal and monoclonal 
antibodies in the incubation step of the process. In another embodiment, the antibody label is a 
radioactive isotope, a fluorescent dye or an enzyme, such as alkaline phosphatase, beta- 
galactosidase, lanthanide in a europium complex. 

Gertler discloses a screening method for a modulator of a protein {Mammalian Ena, 
abbreviated ""Mena"") having an EVHl binding domain that binds to EVHl proteins such as 
zyxin and vinculin (abstract). In one embodiment, the modulator is a chemical compound (page 
28, lines 28-32). Assays are disclosed suitable for high throughput screening assays designed to 
identify modulators of Menu or Ena-VASP-like (abbreviated Evl) expression and/or activity 
(page 23). In one embodiment, the protein is contacted with a binding partner in the presence of 
the candidate modulating compound. The protein and its binding pair will either complex or 
remain separate proteins. If a complex forms, the candidate has no modulation activity on the 
EVHl protein or binding domain. If a complex does not form, then the candidate has 
modulation activity on the EVHl protein and binding protein (page 23, lines 13 through page 24, 
line 19). Gertler discloses that secondary antibodies may be used to detect anti-EVHl 
antibodies. The assays are conducted on solid phase (page 24, lines 24-29). Also disclosed are 
monoclonal and polyclonal antibodies that bind to proteins comprising EVHl domains (page 17, 
lines 16-30). Further, the EVHl domain protein is a fiision protein with glutathione S- 
transferase (page 24, lines 24-27). Gertler suggests the use of a solid phase for the assay, 
however, there is no teaching about a microtiter plate as claimed by Applicant. Gertler suggests 
the use of labels for the antibodies, however, there is no teaching regarding the types of labels. 
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Specifically, Gertler is silent on alkaline phosphatase or beta-galactosidase, and lanthanide in a 
europium complex. 

However, Reinhard discloses as assay wherein a zyxin family member (p83) was coated 
to the surface of microtiter wells and human VASP was appHed as a Ugand (page 7956, column 
2, first full paragraph, and page 7958, second column, first paragraph). Reinhard mentions that a 
human zyxin homologue was discovered (page 7959, first column, first fiiU paragraph). 
Reinhard also discloses a double-label immunofluoresence assay monoclonal and polyclonal 
antibodies labeled with rhodamine and FITC (page 7958, second column, third fiill paragraph, 
and Figure 4 caption). Further, Evangelista discloses various labels used for detection assays. 
The labels include lanthanide chelate (europium complex), alkaline phosphatase and beta- 
galactosidase (Figures 1-13). 

It would have been obvious to incorporate the teachings of Reinhard and Evangelista into 
the method of Gertler. One would have been motivated to perform the detection assay on a solid 
support, such as a microtiter plate, in order to test more candidate compounds. One would have 
had a reasonable expectation of success because Gertler suggest the use of a solid body, and 
Reinhard performs a similar assay to Applicant's assay with VASP and a zyxin family member. 
One would have been motivated to use the labels taught by Evangelista because Gertler suggests 
the use of labels for the antibodies. One would have been motivated to use Evangelista's label 
because Evangelista teaches that the lanthanide label is highly sensitive. As for beta- 
galactosidase and alkaline phosphate labels, these are common labels in the art of immunoassay, 
evidenced by Evangelista's Figures detailing several of the well-known labels in the art. 
Regarding the limitation of claim 13, wherein the monoclonal antibody is synthesized using 
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hybridoma cells, Gertler's monoclonal antibodies anticipate this limitation. Monoclonal 
antibodies are only ever produced from hybridoma cells to date. Regarding the use of human 
VASP and zyxin in the immunoassay, one would have been motivated to use human proteins in 
order to discover chemical compounds appropriate for human administration should any be 
found effective and safe. Therefore, the invention as a whole would have been prima facie 
obvious at the time of the invention. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Conclusion 

8. No claim is allowed. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Stacy B. Chen whose telephone number is 571-272-0896. The 
examiner can normally be reached on M-F (7:00-4:30). If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, James C. Housel can be reached on 571- 
272-0902. The fax phone number for the organization where this application or proceeding is 
assigned is 703-872-9306. 




Stacy B. Chen 
June 15, 2005 



